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1,2,4-TriazoJofl .S-aJpyrt dlnBS 

Technical field, 

"me invention relates to novel compounds which are used in the pharmaceutical Industry as active 
compounds for preparing medicaments. 

Prior Art 

U.S. Patent 4,358.454 describes differently substituted 1,2Atriazolo[1,5-a]pyridines ( which compounds 
are said to be useful in toe treatment of peptide ulcer. 

The International Patent Application WO 02/048145 describes 1Z4-triazoIo[1,S^]pyrfdine derivatives 
which have a good affinity to the adenosine receptor and may therefor© be used In the treatment of 
diseases related to this receptor. 

Description of the Invention . 

The invention provides compounds of the formula 1 




At 



where 

R1 is hydrogen, 1-4C-alkyl, 3^7C-cycloalkyl; 3-70cycloalRyH-40alkyl. 1-4C-alkoxy, l-4C-akoxy- 
-MC-alkyl, 1-4C-alkoxycarbonyl, 2-4C-aikenyI. 2-40olkynyl, fluoro-'MC-alkyl or hydroxy-1- 
4C-alkyl f 

R2 Is halogen, fluoro-1-40alkyl, 2-4C-alkenyl, 2-4C-aikynyl, carboxyl. cyano, 1-4C- 

aikoxycarbonyl, hydroxy-1-4C-aIkyl. 1-4C-alkoxy-1-4C-alkyl. 1-4C-alkbxy-1-4C>alkoxy-1^C- 
alkyl. fluoro-1-4C-alkbxy-1-40aikyl. amlno-1«4C-alkyl mono- or di-1-4C-alkylamino-1^C- 
alkyl, the radical Res-1-4C-alkyl or the radical -CO-NR31R32. 
where 

Res is a imidazo, morpholino, aziridino, azetidino, pyrrolidine, pyrrolo, piperidino, piperazino 
or a with R30 substituted benzy (amino radical and the radical Res is bonded via its 
nitrogen atom or one of its nitrogen atoms to the 1-4C-alkyl radical 
where 

R30 is 1-4C^alkyl, hydroxy-1-4C-alkyl. 1-4C-alkoxy, 2-4C-aJkenyloxy, 1-4C- 

aikylcarbonyl, carboxy, l^alkoxycarbonyl, carboxy-1-4C-a1kyK 1-4C- 
alkoxycarbonyM-40alkyi, halogen or hydroxy, 
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R31 is .hydrogen, hydroxy!, 1-7C-alkyl, hydroxy-l^C-alkyl or 1-4C^lkoxy-l^C-aIkyl and 
R32 is hydrogen, 1-7C-alkyl, hydroxy-1-4C-a!kyl or 1^C^lkoxy-1-4C-alkyl, 
or where 

R31 and R32 together, Including the nitrogen atom to which both are bonded, are a pyrrolidine, 
prperidino, piperazinb, N-l-4C-aIkylpiperazlno, morpholino, azlrfdlno or azetidlno group, 
Ar Is one with R4, R5, R6 and R7 substituted mono- or bicycUc aromatic residue from the group of 
phenyl, naphthyl, pyrrolyi, pyrazolyt, Imldazolyl, 1 ,2,3-trlazolyl, indolyl, benzimldazolyl. turyl, 
benzofuryl, thienyl, benzothlenyl, thiazolyl, isoxazolyl. pyridinyl, pyrimidinyl. chinolinyl and 
isochinolinyl, ' 
wherein 

R4 is hydrogen. 1-4C-alkyl, hydroxy-1 -<H>alky I, 1-4C-alkoxy, 2-4C-alkenyioxy f MC- 

alkylcarbonyl, carboxy, 1-4C-aJkoxycarbonyl, carboxy-1-4&*lkyl, 1-4Ca!kDxycarbonyi- 
-MC-alkyl, halogen, hydroxy, aryl. aryM-4Cnalkyl, aryl-oxy, aryl-WC-alkoxy, fluoro-1- 
4C-alkyl. nhro, amino, monc-ordl-1-4C-alkylamIno, 1-4(>alkylcarbonylamino, 1-4C- 
alkoxycarbonylamlho, 1^r>a!toxy-1^C^aIkoxycarbonyramino orsulfanyl, 

R5 Is hydrogen, 1~4C-alkyl, hydroxy-1-4C-aIky[, 1-40aikoxy, 2-OC-elkenyloxy. 1-4C- 

alkylcarbonyt, carboxy, I^C-alkoxycarbonyl, carboxy-l-^C^alkyl, 1-4C-aIkoxycarbonyl- 
1-4C-aikyl, halogen, hydroxy, aryl. aryM^C-alkyl, aryl-oxy, aryM^C-alkoxy, fluoro-V 
4C-aIkyl. nltrp, amino, mono-ordM^C-alkylamino, 1-4C-alkylcarbonylamino, 1-40 . 
alkoxycarbonylamino, 1-4C-alkoxy-1^C^alkoxycarbonylamino or sulfonyl 

R6 is hydrogen. 1-40-alkyl or halogen and 

R7 is hydrogen, 1-4C-a!kyl or halogen. 

wherein 

aryl is phenyl or substituted phenyl with one. two orthree same or different substituents from 
the group of 1-4C-alkyl, 1^C-alkoxy t carboxy, 1«4C^lkoxycarbonyl, halogen, 
trifluorornethyi, nitro, trffluoromethoxy, hydros and cyano. 

with the proviso that R1 does not have the meaning hydrogen. .1-4C-alky! or hydroxy-1-4C-aiky| when 

R2 has the meaning halogen or fluoro~1-4C-alkyl, 

and the salts of these compounds. 

•MC-Alkyl denotes straight-chain or branched alkyl radicals having 1 to 4 carbon atoms. Examples 
which may be mentioned are the butyl, isobutyl. sec-butyl, tert-butyl, propyl, Isopropyl, ethyl and methyl 
radicals. 

3-7C-Cyc!oalkyl denotes cyclopropyl, cyclobutyl, cyclopentyl. cyclohexyl and cycloheptyl. among which 
cyclopropyl, cyclobutyl and cydopentyl are preferred. 

3-7C-CydoalkyM^C-alkyl denotes one of the abovementioned 1-4C-alkyi radicate which is 
substituted by one of the abovementioned 3-7C-cyc!oalkyl radicals. Examples which may be 
mentioned are the cyclopropylmethyl, the cyclohexylmethyl and the cyclohexyiethyl radicate. 
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1-4C-Alkoxy denotes radicals which, in addition to the oxygen atom, contain a straight-chain or 
branched alkyl radical having 1 to 4 carton atoms. Examples which may be mentioned are the butoxy, 
Jsobutoxy, seobutoxy, tert-butoxy. propoxy, isopropoxy and preferably the ethoxy and rnethoxy 
radicals. 

Mc^AJkoxy-1-4C-alkyl denotes one of the abovementioned 1-4C-alkyl radicals which la substituted by 
one of the abovementioned i-4C-alkoxy radicals. Examples which may be mentioned are the 
methoxymethyl, the methoxyethyl andthe butoxyethyl radicals. . 

> . * 

1- 4C-AIKoxycarbonyl (-CO-1-4C-alkoxy) denotes a carbonyl group to which Is attached one of the 
abovementioned 1-4C-alkoxy radicals. Examples which may be mentioned are the methoxycarbonyf 
(CHaO-ClOW and me ethoxycarbonyl (CH 3 CH 2 O-C(0)r) radicals. 

2- 4C-Alkenyl denotes straight-chain or branched alkehyl radicals having 2 to 4 carbon atoms. 
Examples which may be mentioned are the 2-butenyl. 3-butenyl, 1-propenyl and the 2-propenyl (allyl) 
radicals. 

2- 4C-A!kynyl denotes straight-chain or branched alkynyl radicals having 2 to 4 carbon atoms. 
Examples which may be mentioned are the 2-butynyl. the 3-butynyl and, preferably, the 2-propynyl 
(propargyl radicals). 

Fluoro-1-4C-allcyl denotes one of the abovementioned 1-4C-alkyl radicals which is substituted by one 
or more fluorine atoms. An example which may be mentioned is the trifluoromethyl radical. 

Hydroxy-1-4C-alkyl denotes one of the abovementioned 1-4C-aikyI radicals which is substituted by a 
hydroxyl group. Examples which may be mentioned are the hydroxymethyl, the 2-hydroxyethyl and the 

3- hydroxypropyl radicals. 

Fror the purpose of the invention, halogen is bromine, chlorine and fluorine. 

1- 4C-Alkoxy-1^4C-alkoxy denotes one of the abovementioned 1-4C-alkoxy radicals which is substituted 
by a further 1-4C-alkoxy radical Examples which may be mentioned are the radicals 

2- {methoxy)ethoxy (CH 3 -0-CHr-CHz-0-) and 2-(ethoxy)ethoxy (CHa-CHz-O-CHz-CHz -O-). 

1-40AIkoxy-1-4C-alkoxy-1-4C-aIkyl denotes one of the abovementioned 1-4C-alkoxy-1-4C«^lkyl 
radicals which is substituted by one of the abovementioned 1-4C-alkoxy radicals. An example which 
may be mentioned is the radical 2-<methoxy)ethoxymethyl (CHrO-CH^-CHj-O-CHr-). 

Ruoro-1-4C>ancoxy-1-4C-alkyl denotes one of the abovementioned 1-4C-alkyl radicals which is 
substituted by a fluoro-1-4C-a!Koxy radical. Here. fluoro-1-4C-alkoxy denotes one of the 
abovementioned 1-40aJkoxy radicals which is fUlly or predominantly substituted by fluorine. Examples 
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of fully or predominantly fluorine^substituted 1-4C^3lkoxy which may be mentioned are the 1.1,1 ,3,3,3- 
hexafluoru-2-propoxy. the 2-trinucromethyl-2-propoxy, the l.l.l-trrfluort^-piTjpoxy, the perfluoro-tert- 
butoxy, the 2,2,3,3,4,4,4-heptafluortM-butDxy, the4.4,4-trifluoro-1-butoxy. the 2.2.3,3,3-penta- 
fluoropropoxy, the perfluoroeihoxy, the 1.2,2-trifluoroethoxy, In particular the 1,1,2,2^etrafluoroemoxy, 
the 2.2^-trifluoroethoxy, the trifluoromethoxy and preferably the dffluoramethoxy radicals. 

Amlno-1-4C-alky| denotes one of the abovementioned 1-4C-alkyl radicals which are substituted by an 
amino group. Examples which may be mentioned are the amlnomethyf, the 2-aminoethyl.and the 3- 
amjnoprcpyl radicals. 

Mono- or dM-4C-alkyIamino radicals contain, In addition to the nitrogen atom, one or two of the 
abovementioned i-4C-alkyl radicals. Preference Is given to dM-4C-alkylamlnoand In particular to 
dimethyl-, diethyl- or diisopropylamino. 

Mono- or dH-4C-alkylamino-1-40alkyl denotes one of the abovementioned 1-4C-alkyi radicals which 
is substituted by one of the abovementioned mono- or dM-4C-aIKylamino radicals. Examples which 
may be mentioned are the dimethytamlnomethyl, the dimethylaminoethyl and the dlethylaminomethyl 
radicals. 

1-7C-Alkyl denotes straight-chain or branched alky! radicals having 1 to 7 carbon atoms. Examples 
which may be mentioned are the heptyl. IsoheptyKS-methylhexyl). hexyl. IsohexyI-(4-methyIpentyl), 
neohexyl-{3.3-dimethylbutyI). pentyl. isopentyH3-methylbutyI), neopentyH2.2-dimethylpropyI), butyl, 
isobutyl, sec-butyl, tert-butyl, propyl, Isopropyi, ethyl and methyl radicals. 

1- 4C-AlkyIcarbonyl denotes a radical which, in addition to the carbonyl group, contains one of the 
abovementioned 1-4C-alkyl radicals. An example which may be mentioned Is the acetyl radical. 

2- 4C-AIkenyloxy denotes a radical which, in addition to the oxygen atom, contains a 2-4C-alkenyl 
radical. An example which may be mentioned is the aliyioxy radical. 

Carboxy-1-4C-alkyl denotes, for example, the carboxymothyl (-CH^COOH) or the carboxyethyl 
(-CH 2 CH 2 COOH) radical. 

1-4C-Alkoxycarbonyl-1-4C-aIkyl denotes one of the abovementioned 1-4C-alkyl radicals which is 
substituted by one of the abovementioned 1-4C-aIkoxycart>onyi radicals. An example which may be 
mentioned Is the ethoxycarbonylmethyl (CH 3 CH 2 OC(0)CH r ) radical. 

AiyM-4C-aikyl denotes an aryl-substftuted 1-4C-a!kyl radical An example which may be. mentioned is 
the benzyl radical. 
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Aryl-1-4C-alkoxy denote an aryl-substituted 'MC-alkoxy radical. An example which may be 
mentioned is the benzyloxy radical. 

1-4C-A!kylcarbonylaniino denotes an amino group to which a 1-4C-alkylcarbonyl radical Is attached. 
Examples which may be mentioned are the proplonylamlno (C 3 H 7 C(0)NH-) and the acetylamino 
(acstamido, CH 3 C(0)NH-) radicals. 

1 -4C-AIkoxycarbonylamino denotes an amino radical which is substituted by one of the 
abovementioned 1-4C-alkoxycaibonyl radicals. Examples which may be mentioned are the 
ethoxycarbonylamino and the melhoxycarbonylamino radicals. 

1^C-Alkoxy-1-4C-alkoxycajbonyl denotes a cartoonyl group to which one of the abovementioned 1-4C- 
alKoxy-1-40alkoxy radicals is attached. Examples which may be mentioned are the Z-(methoxy)- 
ethoxycarbonyl (CHrO-CH 2 CHz-0-CO-) and the 2Kethoxy)ethoxycarbonyl (CHaCHrO-CHzCHz-O- 
CO) radicals. 

1-4C-Alkoxy-1-4C-aIkoxycarbonylamino denotes an amino radical which is substitute* by one of the 
abovementioned 1-40alkoxy-1-4C-alkoxycarbonyl radicals. Examples which may be mentioned are 
the 2-(methoxy)ethoxycarbanylamino and the 2-(ethoxy)ethoxycarbonyIamino radicals. 

Radicals Ar which may be mentioned are, for example, the following substituents: 4-acetoxyphenyl, 4- 
acetamidophenyl, 2-methoxyphenyl. 3-methoxyphenyl. 4~methoxyphenyl f 3-benzyloxyphenyl, 4~benzyl- 
oxyphenyt, 3-benzyloxy-4-mett\oxyphenyl, 44?enzyloxy-3-methoxypheny1, 3,5-bis- 
(trifluoromethyl)phenyl. 4-butoxyphenyl, 2-chlorophenyl, 3-chlorophenyl. 4-cblorephenyl, 2-chloro«6- 
fluorophenyl, 3-chloro-4-fluorophenyl. 2-chJoro-5-nitrophenyl. 4^hloro-3-nitrophenyI. 3-(4-chlon> 
phenoxy)phenyl. 2.4-dichlorophenyl t 3,4-difluorophenyl, 2,4-dihydroxyphenyl, z f &-dimethoxyphenyl, 
| 3,4-dimethoxy-S-hydroxyphenyl, 2,5-dlmethylphenyl. 3-ethoxy^hydroxyphenyl, Z-fluorophenyl. 

4-fluorophenyl, 4-hydroxyphenyl. 2-hydroxy^S-nitrophenyl, 3-methoxy-2-nitrophenyl J-nitrophenyl, 
2,3,5-trichiorophenyl. 2.4,6-trihydroxyphenyl, 2,3,4-trimeihoxyphenyl, 2-hydroxy-l-naphthyl, 2-methoxy- 
1-naphthyl,.4^nethoxy.1.naphthyl. 1-methyl-2-pyrrolyl, 2-pyrrolyl, 3-methyl-2-pyrroJyl. 3.4-dimethyW- 
pyrrolyl, 4^2^emoxycart»nylethy0^-methyl-2i>yrrolyl l S^thoxycarbonyl^^-dimethyl-a-pyrrolyP, 3,4- 
dibromo^methyW-pyrroIyl, 2 l 5^JimethyH-phenyl-3-pyrTolyl, 5^rboxy-^-ethyM-methyl-2-pyrroIyl. 
3,5-dimethy1-2-pynolyl, 2 f 5^imemyM<4-trifluoromethylphenyl)-3-pyrrolyl. 1-(2,6-dfchlon>4- 
trffluoromethylphenyl)-2-pyrrolyl ? H2-nftrobenzyl)-2.pyiT0tyl, H2-fluorophenyl)-2-pyrrolyl, 
fluoromethoxyphenyl)-2-pyrTolyi f l^-nrtrobenzyl^-pyrrolyl. l^(4-ethoxycarbonyl)-2 t 5-dimethyl-3. 
pyrrolyl, 5-chloro.1,3-dimethyM-pyrazolyL 5-chlorc-1 -methyW-trifluoromethyM-pyrazolyl. 1-(4-chloro- 
benzy0-5-pyrazolyl f 1 ( 3^lmethyl-oM4^lorophenoxy)-4^jyTazolyl, 1 -methyl-3-trifiuoromethy ^5-(3- 
trifluoromethylphenoxyH-pyrazolyl, 4^methoxycarbonyi-H2 l 6-dichIorophenyl)-5-pyrazolyl, 5-aHyloxy- 
1-methyl-3-trifluoromethyl-4-pyrazolyl. 5^loro-1-phenyl^tn^uoromethyl^-pyrazolyl, 3,5-dlmethyl-l- 
phenyWmidazolyl, 4-bromo-1-methyl-«-lmidazolyl. 2-butylimidazolyl l-phenyH^^triazol^yl, 
3-indolyl, 4-indotyl. 7-!ndolyl ( S-methoxy^-indolyl, 5-benzyloxy-3-indoiyl, 1-benzy!-3-indolyl, 
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2^4-chloro P henyi)-3Wndolyl, 7-benzyIoxy-3-indolyl. *benzyloxy-3-indolyl. 2-methyl-S-nitro-3-indolyl. 
4,5,67-tetrafluoio^.indolyl > 1.(3.5-dinuorobenzyl).3.|ncfolyl. 1methyl-2-(4-trifluorophanoxy)^Hndolyl 

1- methy«-benzimidazolyl. 5-nUro-2-fUjyl, S-HydroxymeBiyl^-fy^. 2-ftjiyl. 3-furyl. S-(2-nltro-4- 
™uoromethylphenyl)-2-foryl. ^thoxycarbonyl^ethyl^ryl, ^2-trtHuo ro m e tnoxyph e nyI).2.fUfyl 
S^-methoxy^-nilrophenyl^-ftiiyt. 44romo-2-fory1, 5-dimethylamino-2-ftiryl, 5-brDmo-2-ftiryl. s-sutfo- 

2- foryl. 2-benzofuryl, 2-thlenyl, 3-thlenyl. 3-meUiy|-2-lhtenyl. 4-b ro mo-2.ttitenyl. 5-bromo^-mienyl, s- • 
nltro-2-thienyl. 5-methyl-2-thIenyl, 5-(4-memoxyphenyl)-2-mIeny!. 4-methyl-2-thlenyl. 3-phenoxy-2, 
thienyl. 5-carboxy^-thlenyl, 2.5<Hchlpro*th ie n y |, 3™tho*y-2-ttitenyl, 2.benzomiehyl,.3-melhvl-2- 
benzothfenyl. 2-bromo-S^loro^benzothfenyl, 2-thlazolyl, 2-amino-4^toro-5-thiazDlyl. 2.4-dlchlorc- 
5-thiaa.lyl, 2-diemylamino-5-thiazolv| 1 3-memyl^itrc^-fsoxazo«yt, 2-pyridyl, 3-pyridyl. 4-pyridyl, 8- 
metiiy«i>yridyl. 3-hydroxy-S-hydroxymethyl-2^ B thyI^pyrtoyj 1 2.6-dfchloro^yridyI. 3-chioro-3- 
Wffuommethyl-2-pyridyl. ^S-dlrnelhyW-pyridyl, ^^loraphenyD-S-pyridyl. 2^hloro-S-methox> 
camonyM^methyl^pheny|.3.pyrldyl. 2-chtoro^-pyrfdyl, e.(3-trifluorx» me thylphenoxyH-pyridyl, 
2-f4-chlorophenoxy>-3-pyrldyl. 2,4-dimethoxy.5-pyrimIdine, 2-quinorinyl, 3<,uinofinyi. 4-quinolinyl. 
2-ehloro-3K J ulnolinyl, 2-chloro-6-mettioxy-3-quinolinyt Wiydroxy-2-qulnolinyl and 4-isoquInolInyL 

Suitable salts of compounds of the formula 1 are-depending on the substitution - in particular all acid 
addition salts. Particular mention may be made of the pharmacologically acceptable salts of the 
inorganic and organic acids customarily used in pharmacy. Those suitable are water-soluble and 
wateMnsolubleadd addition salts with adds such as. for example, hydrochloric acid, hydrobromic acid, 
phosphoric acid, nitric add. sulfuric acid, acetic acid, citric acid. D-gluoonic acid, benzoic add. 
2-(4-hydroxyben2oyl)benzo1cacld. butyric add. sulfosaHcylic add. maJeicacid,lauricadd. mafic add. 
ftimarfc add. sucdnic add. oxalic add. tartaric add, embonie add, stearic add. toluenesulfonic acid, 
methanesuffonic add or 3-hydroxy-2-flaphthoic add. where the acids are employed In the salt 
preparation in an equlmolar ratio or in a ratio differing therefrom, depending on whether the add is a 
mono- or polybasic add and on which salt is desired. 

Pharmacologically unacceptable salts, which can be initially obtained, for example, as process 
products In the preparation of the compounds according to the invention on an industrial scale, are 
converted into pharmacologically acceptable salts by processes known to the person skilled in the art 

It Is known to the person skilled in the art that the compounds according to the invention and their salts 
can, for example when they are isolated in crystalline form, comprise varying amounts of solvents. The 
invention therefore also embraces all solvates and, in particular, all hydrates of the compounds of the 
formula 1. and all soh/ates and, in particular, all hydrates of the s^lts of the compounds of the 
formula 1. 

Compounds which are to be emphasized are those of the formula 1. 
where 
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R1 is hydrogen, 1-4C-alkyl. 3-7C-cycloalkyl 3-7C-cycloaIkyM-4C^lkyl, 1-4C-alkoxy. 1-4C-alkoxy- 
1-4C-alkyl, l^Oalkoxycarbonyl, 2-4C^alkenyl, Z-4C-alkynyl, fluoro-1-4C-alKyl orhydroxy-1- 
4C-alkyl. 

R2 is halogen, fluoro-1-4C-alkyi, 2-4C-alkenyl, 2-4C-aIkynyl t carboxyl, cyano, 1-4C- 

alkoxycarbonyl. hydroxy-1-40alkyl, I^C-aUcoxy-MC-alkyl, l^C-alkoxy-1^0alkoxy-i^C- 
alkyl, fluoro-1-4C-alkoxy-1-4C-alkyl. amino-1-4C-alkyl. mono- or di-1-40«lky!amino-1-4C- 
alkyh the radical Res-1-4C-alkyl or the radical -CO-NR31R32 l 
where 

Res is a imidazo, morphollno. aziridiho, azetidino, pyrrolidine pyrrolo, plperidino. piperazino 
or a with R30 substituted benzylamino radical and the radical Res is bonded via its 
nitrogen atom or one of Its nitrogen atoms to the 1-4C-alkyl radical 
where 

R30 Is 1-4C-alkyl. hydroxy-MC-alkyl. 1-4C-alkoxy, 2-4C-alkenyloxy. 1-4C- 
alkylcarbonyL carboxy, 1-4C-alkoxycarbonyl, cart>oxy-1-4C-alkyl, 
alkoxycarbony!-1-4C-a1kyl, halogen or hydroxy. 
R31 is hydrogen, hydroxyl, V7C-aIkyi, hydroxy-1-4C-atkyl or I^Oalkoxy-I^OalKyl and 
R32 is hydrogen, 1-7C-alkyl. hydroxy-1-4C-alky1 or 1-4C-alkDxy-1-^C-alkyl, 
or where 

R31 and R32 together. Including the nitrogen atom to which, both are bonded, are a pyrrolidine, 
plperidino, piperazino, N-1-4C-alkylplperazino. morphoiino. aziridino orazetldino group, 
Ar Is one with R4. R5. R6 and R7 substituted mono- or bicyclic aromatic residue from the group of 
phenyl, naphthyl, pyrrolyl, pyrazolyl, imidazolyl. 1,2,3-triazotyl, Indolyl, benzimidazolyl; furyl, 
benzofUryl. thienyl, benzothienyl. thlazolyl, Isoxazolyl, pyridinyl, pyrimidinyl. chlnolinyl and 
tsochlnolinyl, 
wherein 

R4 is hydrogen, 1-4C-alkyl, hydroxy-1-4C-alkyl, 1-4C-alkoxy. halogen or fluoro-1-4C alkyl 
R5 is hydrogen, 1-4C-alky1, hydroxy-1-4C-alkyl. 1-4C~alkoxy, halogen or fluoro-1-4C alkyl 
RB is hydrogen. 
R7 is hydrogen, 

with the proviso that R1 does not have the meaning hydrogen, 1-4C-alkyl or hydroxy-l-40alkyl when 
R2 has the meaning halogen or fluoro-1-4C-alkyl. 
and the salts of these compounds. 

Particular mention may be made of those compounds of the formula 1. 
where 

R1 1-4C-alkyl. 3-7C-cyc!oalky1, 3-70cycioatkyH-4C-alkyl, 1^C-alkoxy--MC-alkyl, fluoro-'MO 
alkyl, hydroxy-1«4C alkyl, 

R2 is carboxyl. l^lOalkoxycaitonyl, hydroxy-1^C-a]kyl. 1^C-alkoxy-1^C-alkyl. WC^Ikoxyl- 
4(^alkoxy-1^C-alkyi, aroino-1-4C-alkyl. mono- or dM-4C-alkylaniino.1-4C-aikyl, the radical 
Rea-1-4C-alkyl or the radical -CO-NR31 R32, 
where 
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Res is a imidazo, morpholino, aziridino, azetidino! pynolidlno, pyrrolo, pfperidlno or 
I Piperazino radical and the radical Res Is bonded via its nitrogen atom or one of its 

I nitrogen atoms to the 1 -4C-alky| radical 

R31 i$ hydrogen, 1-7C-alkyl, hy drdxy-l-4C-alkyi or l4c«alkoxy.1^4C-alkyl, 
R32 Is hydrogen, 1-7C-alkyl or 1^C-a)koxy-1-4C-aIkyl. 
Ar is one with R4 r R5, R6 and R7 substituted monocyclic aromatic residue selected from the 
group of phenyl, pyridinyl, thiopheny), furanyl and pyrroJyl, 
wherein : 

R4 is hydrogen, 1-4C-alkyl, halogen or fluoro-1-4C-aJkyl, 
■ R5 is hydrogen. 1-4C-alkyl» halogen or fluoro-1-4C-aIkyl. 
R6 Is hydrogen 
. R7 Is hydrogen 
and the salts of these compounds. 

Particular mention may also be made of those compounds of the formula 1, 
where 

R1 1-4C-alkyl. 3-7C-cycloalkyl. S^f^cycloallcyM^&aikyi. 1-4C^lkoxy-1^C^kyf, fluoro-1^C 
alky!, hydroxy-l^c alkyl, 

R2 is carboxyl, l^ikoxycartoonyf, hydroxy-I^Oalkyi, 1^C^lkoxy-i-4(>alkyl, MC-aJkoxy-1- 
4C-alkoxy-l-4r>alkyl r amino-1^C- a lkyl, mono-ordf-MCValkylamino-l^f^aJkyl, the radical 
Resrl-4C-alky| or the radical -CO-NR31 R32, 
where 

Res is a imidazo, morpholino, aziridino, azetidino, pyrrolidine, pyrrolo, plperidino or 

plperazlno radical and the radical Res Is bonded via its nitrogen atom or one of its 
nitrogen atoms to the 1-4C-alkyl radical 

R31 is hydrogen, 1-70alkyl, hydro*y-.-MC~alkyl or 1^C-aIkoxy-1-4C-alkyl, 
. , • .R32 .. Jshydrogen, i-7r^ajky| .or v ^jc^alkqxy-i^c-alkyl. 

wherein 

R4 Is hydrogen or -MC-alkyl 
R5 is hydrogen or 1-40-alkyl 
R6 is hydrogen 
R7 is hydrogen 
and the salts of these compounds. 

Particular emphasis is given to compounds of the formula 1, 
where 

RT 1-4C-alkyl 

R2 Is carboxyl, 1^c-alkoxycarbonyl, hydroxy-1-4C-aJkyI, MC-aIkoxy-<MC-alky], i^c-a!koxy-l- 
4C-aIkoxy-1^C-alkyl. am!no--MC-a]kyl, mono- or dHl^CaikyIamino-1-40alkyl r the radical 
Res-1-4C-alkyl or the radical -CO-NR31R32. 
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where 

Res • is a Imldazo or morpholino radicaJ and Is bonded via its nitrogen atom or one of its 

nitrogen atoms to the 1-4C-alkyl radical 
R31 is 1-4C-alkyl or 1 -4C-alkoxy-1-4C-alky1. 
R32 Is hydrogen, 1-4C-alkyl or 1^(>alkoxy«1-4C.*lkyl, 
At is one with R4. R5, R6 and R7 substituted phenyl, 
wherein 

R4 is hydrogen or l-40alkyi 
R5 is hydrogen or 1-4C-alkyl 
R6 Is hydrogen 
R7 is hydrogen 
and the salts of these compounds. 

Among the compounds of the formulal. those compounds of the formula 1-a are preferred. 




Compounds of the formula 1-a which are to be emphasized are those, 
In which 

R1 is hydrogen, 1-4C-alkyl, 3-7C-cyctoatkyl, a-TC-cycloalkyl-l-AOaikyJ. 1-40a)koxy, 1-4C-aJkoxy- 
1-4C-alkyl. 1-4C-alkoxycarbonyl. 2-4C-alkenyl. 2-4C-aikynyl, fluoro-1-4C-alkyl orhvdruxy-1- 
4C-alkyl. 

R2 Is halogen, fluoro-1-4C-alkyl. 2-4C-alkenyl, 2-4C-alkynyl, carboxyl, cyano, 1-4C- 

alkoxycarbonyl. hydiwcy-1-4C-alkyl, 1^&*lkoxy-1^C«lkyl, 1^C-alXoxy-1-4C-aIkoxy-1-4Q- 
alkyl. fluoro-1^0aIkoxy-1-4C-alkyl. amino-1-4C-allcyl, mono- or dM-4C-alkylamlno-1-4C- 
alkyt, the radical Res-1^C-alkyl or the radical -CO-NR31R32. 
where 

Res Is a imidazo, morpholino, aziridino. azetidino, pyrrolidino, pyrrolo, piperidino, piperazino 
or a with R30 substituted benzylamino radicaJ and the radical Res is bonded via its 
nitrogen atom or one of its nitrogen atoms to the 1-4C-alkyl radical 
where 

R30 Is 1-4CaJkyl, hydroxy-1-40*lky1, 1-4C-aikoxy. 2-4C^alkeny!oxy, 1-4C- 

alkylcarbonyl, carboxy, i-aOalkoxycarbonyl, carboxy-1-4C-aikyl, 1-4C- 
aikoxycarbonyH-4C>alkyl, halogen or hydroxy. 
R31 Is hydrogen, hydroxy!. WC-alkyl, hydroxy-l^alkyl or 1^C^koxy-1-4C-alkyl and 
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R32 is hydrogen, 1-7C-alkyl, hydroxy-i-^c-alkyl or 1^C^lkoxy-1-4(>alkyl, 
or where 

R31 and R32 together, including the nitrogen atom to which both are bonded, are a pyrrolidine 
piperidino, pipeline, ^MOalkylpiperarino, morphollno, aziridino or azetfdino group. 
Is hydrogen, 1-4C-alkyl. hydruxy-1-4C>alky!, 1-4C^a!koxy. halogen or fluoro-MC alkyl 
Is hydrogen. l^lGolkyl, hydroxy-l^alkyl. I^C^aikoxy, halogen or fluoro- MC alkyl 
with the proviso that R1 does not have the meaning hydrogen. 1^C-alky| or hydroxy-l^C-alkyl when 
R2 has the meaning halogen or fluoro-1-4C-aikyi t . 
and the salts of these compounds. 

Particular mention may be made of those compounds of the formula 1-a, 
where 

R1 I^C-alkyl, 3-7C-cydoalkyl, S-ZC^IoalkyM^C-alkyl, WC-alkoxy-1^f>aIkyl. fluoro-l-4C- 
alkyl, hydroxy-1-4C alkyl, 

R2 is carboxyl, I^C^koxycarbonyl, hydroxy-1-4C-alkyl, MOalkoxy-l^c-alkyl, l^alkoxy-1- 
40alkoxy-1^r>aiky|, amlno-I^C-alkyl, mono- or dl-I^Calkylamino-l^C-aikyi, the radical 
Res-1-4C-alkyl or the radical -CO-NR31R32, 
where 

Res is a imidazo, morphollno, aziridino, azetidino. pyrrolidine, pyrroio, piperidino or 

piperazlno radical and the radical Res is bonded via its nitrogen atom or one of its 
nitrogen atoms to the 1-4C-alkyi radical 
R31 is hydrogen, 1-7C-aJkyl, hydroxy-1-4C-alkyl or 1-4C<Ukoxy-1-4C-aIty ( 
R32 is hydrogen, 1-7C-aikyl or I^C-afcoxy-I^C-slkyl, 
R4 is hydrogen. 1-4C-a!kyl. halogen or fluoro-1-4C-alkyl. 
R5 is hydrogen, 1-4C-alky|, halogen or fluonvMC-alkyl, 
and the salts of these compounds. 

Particular mention may also be made of those compounds of the formula 1^, 
where 

R1 I^Oalkyl, 3~7C^ycloalkyl, 3-7f>cycloalkyH^C^ikyl. 1^C*lkoxy~1^C«aikyl, fluoro-1^4C- 

. alkyl, hydroxyzine alkyi, " 
R2 is carboxyl, WC-alkoxycart)onyl. hydroxy-I^C-alkyl. MOalkoxy-1-4f>alkyi f 1-*C-alkoxy-l- 
40alkoxy-1-4C-alkyl. amino.1-4C-a!kyl, mono- or dM^C-alkylamino-I^C^alkyl, the radical 
Res-1 -4C-aIkyl or the radical -CO-NR31 R32, 
where 

Res is a imidazo, morphofino. aziridino, azetidino. pyrrolidine, pyrroio, piperidino or 

piperazlno radical and the radical Res is bonded via its nitrogen atom or one of its 
nitrogen atoms to the 1-4C-a|kyl radical 
R31 is hydrogen. 1-7C-alkyl hydroxy^ -4C-alkyl or 1^r><alkoxy-1^C-alky|, 
R32 is hydrogen, 1-7C-alkyl or 1 -4C-aIkoxy-1-4C-alkyl. 
R4 is hydrogen or 1-4C-alkyl 
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R5 is hydrogen or 1-4C-alkyl 
and the salts of these compounds. 

Compounds of the formula 1-a which are to be particularly emphasized are those, 
where 

R1 l-4C-alkyl 

R2 is carboxyl. 1-40a1koxycarbonyl, hydroxy-1-4Calkyl i 1-4C-a!koxy-1-4C-alkyl, 1^C^alkoxy-1- 
4C-alkoxy-1:4C-a!kyl, amino-1-4C-alkyf. mono- or di-I^C-alkylamino-l-aC^Ikyl. the radical 
Res^1-4C-alkyl or the radical -CO-NR31R32, 
where 

Res is a imldazo or morpholino radical and is bonded via Its nitrogen atom or one of its 
nitrogen atoms to the 1-4C-alkyl radical 

R31 is 1-4C-alkyi or 1-4C-alkoxy-MC-alkyl, 

R32 is hydrogen. 1-4C-aikyI or 1-4C-alkoxy-1-4C-alkyl. 
R4 is hydrogen or 1-4C-alkyi 
R5 Is hydrogen or l-4C-alkyl 
and the salts of these compounds. 

The compounds of the formula according to the Invention can be prepared as described in an 
exemplary manner In the examples below, or starting from appropriate starting materials using 
analogous process steps or as illustrated quite generally in the scheme 1 below. Compounds of the 
formula 2 can bo transformed to compounds of the formula 3 in a manner known per se to the person 
skilled in the art using standard reaction conditions, Eke for example using hydrogen / Pd(0). The 
arylatlon of compounds of the formula 3 to compounds of the formXila 1 is earned out in manner known 
to the person skilled in the art using a suitable Ar-CH*-X reactant carrying a suitable leaving group X, 
like for example a chlorine atom. 

Scheme 1: 




At 



The derivatization, if any, of the compounds obtained according to the above Scheme 1 (e.g. 
conversion of a group R2 into another group R2) Is likewise carried out in a manner known to the 
expert For example, If compounds of the formula 1 where R2 = carboxyl or -CO-NR31 R32 are desired, 
an appropriate derivatization can be performed In a manner known to the expert (for example 
conversion of an ester into a carboxylic acid and further transformation into an amide) at the stage of 
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the compounds of formula 2 or 3 or more conveniently at a later point in time, for example conversion 
of a compound of the formula 1 into another compound of the formula 1. 

If compounds of the formula 1 where R2 = hydroxy-l^lkyl, i^altoxy-I^C-alkyl, 1-4C-alkoxy-1- 
4C^ltoxy-1-4C^lkyl l amino-1-4C-alkyl, monc- or dM-lC^lkylamlno-1-4C-aJkyl orthe radical Res -1 
4Calkyl are desired, an appropriate derivation can be performed in a manner known to the expert 
(for example conversion of an ester into an alcohol followed by chlorlnatton of the alcohol and any 
desired substitution of the chlorine atom, like for example an etherisation to form compounds of the 
formula 1 with R2 = 1-.Oaikoxy.1-tCalkyl. l^lkoxy-MC^iKoxy-MC^JKyl or a nucleophilic 
substitution to form compounds of the formula 1wlthR2 = aminc-1^lkyl. mono- or dl-1^C- 
alky|amIno-1-4C-alkyl or the radical Res-l-4C-alkyl). 

Compounds of the formula 2 can be obtained In a manner known per se to the person skilled In the art 
for example in analogy to the synthesis described in J. Org. Chem., 1S69, 31, 280 or J. Heterocyct. 
Chem.. 1970. 7, 1019, by cyclfeation of compounds of the formula 4 in the presence of a suitable 
-rarboxyllc acid or a suitable ortho-ester carrying suitable substituents Z, like for example methyl greups 



Scheme 2 



NO, 




Compounds of the Ibrmula4are known, for example from J. Heterccycl. Chem. 1970, 7. 1019 orcan 
be prepared in an analogous manner by reactions Known per se to the pen™ skilled in the art or In a 
manner as shown in a general way in scheme 3. 

Scheme 3 



fT 2 

NO a NO, 



The examples below serve to iBustrate the Invention in more detail without limiting ft. Further 
compounds of the formula 1. whose preparation Is not described explicitly, can likewise be prepared in 
an analogous manner or In a manner known per se to the person skilled In the art, using customary 
process techniques. The compounds named expressly as examples, and the salts of these 
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Examples 

I. Final p roducts 

1. ^2^yM-memyMierttylamino)^e m y|fl^^ add 
methyl ester 



To a solution of 0.60 g (2.90 mmol) 2^ethyl-8-amino[1 < 2.4ltrfazolol1,5^]pyrtdlrie-6-carboxylic acid 
methyl ester in DMF (12 ml) is added 3.73 g (mmol) 2-ethyW-methylbenzyIchtoride. 1.00 g (9.40 
mmol). sodium carbonate and 0.10 g (0.87 mmol) sodium iodide. This reaction mixture is stirred at 
25°C for 18 h and at SS»C for further 2.5 h. After filtration and concentration in vacuo the crude product 
is resolved in dichloromethane. washed with sodium hydrogen carbonate, concentrated In vacuo again 
and purified by column chromatography (dichloromethane / methanol: 1 00 / 1 to 100 / 3) to give 0.87 g 
(0.25 mmol / 88 %) of the provided product with a melting point of 139.8"C (dichloromethane I 
methanol). 



2, 8-(2-Ethyl-e-methyW>enzyIa m rno)-2-methylI1 ,Z,4]Wazolo[1.5-a]pyridine-6^rboxylic acid 

To a suspension of 3.00 g (8.86 mmol) 8-(2-etryl-e-memyPbenzyl^ 
ajpyridine^-carboxylic acid methyl ester in dioxane (30 mi) is added 4.50 ml (9.00 mmol) sodium 
hydroxide (2N solution in water) and the mixture Is stirred at 80°C for 2.6 h. Subsequently the reaction 
is quenched by pouring It Into an ice-cooled solution of saturated ammonium chloride. This mixture is 
extracted with dichloromethane and methanol (13 / 1) two times. The combined organic layers are 
concentrated In vacuo and purified by column chromatograph (dichloromethane / methanol: 13 / 1) to 
give 2.30 g (7.09 mmol / 80 %) of the title compound with a melting point of 264.1 °C (dichloromethane / 
methanol). 

3. ^*myK*ni^fcenzylamlnomN^^ 
carboxamlde 

To a stirred suspension of 0.90 g (2.77 mmol) 6K2-ethyl^methyWjeraylamlno)-2-methyl(1.2,4h 
trfarolo[1,6.alpyridine-6-carb6xylio acid in a mixture of THF and DMF (5 / 1 : 12 ml) is added 0.51 g 
(3.05 mmol) N,N-carbonyld!im!dazc!e. After 1 h it is added dimethylamine (10 ml / 2M solution In THF) 
and Is stirred for further 2 h. The reaction is quenched by adding water. The organic layer is separated 
and the water layer is extracted with dichloromethane twice. The combined organic layers are 
concentrated in vacuo. The crude product is purified by column chromatography (dichloromethane / 
methanol: 1O0/3) to yield 0.45g( 1.28 mmol/ 46%) of the title compound. 

'H-NMR (200MHz, d s -DMSO): S = 1.15 (t 3 H). 2.34 (s, 3 H), 2.42 (S. 3 H). 2.69 (q.2 H). 3.01 (s. 6 H). 
4.41 (d. 2 H), 6.62 (S. 1 H), 7.08-7.28 (m. 3 H). 8.21 (s. 1 H). 
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4. 8-(2-EthyW-methylbenzyIamta^ 
pyridine-6-carboxamIde 



To a stirred suspension of 1.30 g (4.00 mmol) 8H2^thyl-oWr\^tnyl-benrylamlno)-2- 
methyin^^ltrlazolotl ,5^]pyridine-6-carboxylicacId In a mixture of THF and DMF (5/1: 13 ml) is 
added 0.51 g (3.05 mmol) N.N-carbonyldiimidazjoie. Attar 1 h it Is added 2-methoxyethylamIn and is 
stirred for further 2 h. The reaction Is quenched by adding water. The organic layer is separated and 
the water layer is extracted with dichloromethane tvyice. The combined organic layers are concentrated 
In vacuo. The crude product is purified by column chromatography (dichloromethane / methanol; 100 / 
3) to yield 0.70 g ( 1,83 mmol / 48 %) of the title compound with a melting point of 135-1 36 8 C 
(dichloromethane). 

5- 8^2«hyW^ethylbenzylamino 

A solution of 0.80 g (2.19 mmol) 8^2^myI-6-rnethylbenzylamIno)-6-chroromelhyl-2- 
methylll^^Jtriazolon^-alpyridine hydrochloride and sodium methoxide (4.00 ml / 30 % solution In 
methanol) in methanol (5.00 ml) is stirred in the micro wave reactor at 100*C for 15 mln. The reaction is 
quenched by pouring it into a saturated ammonium chloride solution. This mixture Is extracted with 
dichloromethane three times. The combined organic layers are concentrated In vacuo and the crude 
product is purified by column chromatography (diethyl ether /dfeopropyl ether. 1 / 1) to give 0.45 g 
(1.38 mmol / 63 %) of the title compound with a melting point of 98.7°C (diethyl ether /dllsopropyl 
' ether). 

6. 8-(2^thyl*met!iy»enzy]amino)^ 

To a solution of 9.00 g (26.0 mmol) B^2^myl^methyl-benzylajnlno)^-methyll1.2,4]tria2X3lo^1,5- 
aJpyridine-e-carboxyUc acid methyl ester in THF ( 180 ml) is added 1 .20 g (32.0 mmol) lithium 
aluminium hydride and is stirred for at 25°C for 1 h. The reaction is quenched by adding slowly water (2 
ml) and sodium hydroxide solution (6N / 2 ml). The inorganic solid Is filtered off and washed with a 
mixture of dichloromethane and methanol (13 / 1). The combined filtrate is concentrated In vacuo and 
the crude product is purified by column chromatography (dichloromethane / methanol: 13 / 1) to yield 
8.20 g (26.4 mol / 99 %) of the title compound with a melting point of 180.3X (dichloromethane / 
methanol). 

7. 8^2^thyl^^ethylDerayIamino)^^ 
a]pyridine hydrochloride 

To a suspension of 1.20 g (3.29 mmol) 8^2^yl-6^e%lbenzylamino)-6-ch!oromemyl-2- 
me%l[1,2^]triazolo[1.5^a]pyridine hydrochloride in THF (10 ml) is added dimethylamine (20 ml / 2M 
solution in THF) and is stirred at 25°C for 18 h. The reaction mixture is concentrated in vacuo and 
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resolved in dichloromethane. After washing with saturated hydrogen carbonate solution the organic 
layer Is concentrated in vacuo and the crude product Is purified by column chromatography (diethyl 
ether/triethylamlne: 95 / 5). Afterwards to the In diethyl ether'dissolved product is added hydrochloric 
acid (5N solution in diethyl ether) to give 0.8O g (2:14 mmol / 65 %) of the title compound with a melting 
point of 235.8°C (diethyl ether). 



8. *-(2«hyI^ethylbenz^ 
pyridine 

To a suspension of 1.00 g (2.74 mmol) 8^-ethyl-^methylbenzylamlno)^chlaromethyl-2. 
methyII1 t 2;4]iriazoIo[1,5-a]pyridine hydrochloride In THF (5.0 ml) is added methylamine (35 ml / 2M 
solution in THF) and Is stirred at 25'C for 72 h. The reaction mixture is concentrated in vacuo and 
resolved in dichloromethane. After washing with saturated hydrogen carbonate solution the organic 
layer is concentrated in vacuo and the crude product is purified by column chromatography 
(dichloromethane/ methanol: 100 / 3 to 13 / 1) to give 0.34 g (1.05 mmol / 38 %) of the tftle product 
with a melting point of 179.0°C (dichloromethane / methanol). 



9. 8-(Z-Etfiyl-6^etnylbenzylamm 

A mixture of 1.00 g (2.74 mmol) 8^2-emyl-8-methylbenzylam(no)-e^hIoromethyl-2- 
methyl[1,2,4Jtriazolo[1,5-a]pyridine hydrochloride and ammonia(10 ml/2M solution in methanol) is 
stirred at 80°C for 2 h In a micro wave reactor. Subsequently the reaction mixture is concentrated In 
vacuo and resolved in dichloromethane. After washing with saturated hydrogen carbonate solution the 
organic layer is concentrated in vacuo and the crude product is purified by column chromatography 
(dichloromethane / methanol: 100 / 3 to 13 / 1) to give 0.17 g (0.55 mmol/ 20 %) of the title product 

1 H-NMR (200MH2. CDCfe): 6 = 1.15 (t, 3 H), 2.34 (s ( 3 H). Z36 (s, 3 H); 2.68 (q, Z H), 3.74 (S, 1 H). 
4.37 (d, 2 H), 6.69 (s, 1 H), 7.07-7.24 (m, 3 H), 8.00 (s. 1 H). 



10. 8^2~Ethy«wneUiylben^lam^ 
. pyridine 

A suspension of 1.00 g (2.74 mmol) 8-(2^thyl^ e thylben^!amino)^<hloromethyl-2. 
methyl[1 f 2 r 4]triazolo[l.5^Jpyridine hydrochloride and 0.95 g (11.0 mmol) morpholine in THF (8 ml) Is 
stirred at 1 00°C for 30 mln in a micro wave reactor. Subsequently the reaction mixture Is concentrated 
in vacuo and the crude product Is purified by column chromatography (dichloromethane / methanol: 
100 / 1 to 100 / 3). The product is reslurried in dfisopropyl ether and dried In vacuo to give 0.48 g (1.26 
mmol /48 %) of the title product with a melting point of 97.2°C (dfisopropyl ether). 
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11, M2^yW^Bltiylben2ylamino)-6^ 
pyridine 

A suspension of 1.00 9 (2.74 mmoJ) 8K2^thyW^ethylbenzyiaminQ)-a^loromethy!^ 
methylf! ,2 ,4ltrtazo|oI1 p 5-a]pyridine hydrochloride and 1 .00 g (14.5 mmoJ) imidazole in THF (10 ml) is 
stirred at 120"C for 3 h in a micro wave reactor. Subsequently the reaction mixture is concentrated in 
vacuo and resolved in dichloromethane. After washing with saturated hydrogen carbonate solution the 
organic iayer is concentrated in vacuo and the crude product is purified by column chromatography 
(dichloromethane / methanol: 100 / 3 to 13 M) to give 0.30 g (0.83 mmol / 30 %) of the title product 
with a melting point of 158.5 °C (dichloromethane/ methanol). 

12, s^Z-RhyMnnethylbeiKyla^ 
a]pyridine 

To 2-methoxyethanol (10 ml) is added 1.00 g (43.5 mmol) sodium and it Is stirred at25°C until the 
hydrogen release stops. Subsequently 1.00g (2.74 mmol) 8-(2-ethyl-8-methylbenrylamino)-&- 
chloromethyl-2-methyll1 t 2 t 4]triazolo[1,5-QlpyrW[ne hydrochloride is added and the mixture Is. stirred for 
further 1 8 h. The reaction is quenched by pouring it into a saturated ammonium chloride solution and is 
extracted with dichloromethane two times. The combined organic layers are concentrated In vacuo and 
the crude product is purified by column chromatography (dichloromethane / methanol: 100/1to13/1) 
to give 0.78 g (2L12 mmol / 77 %) of the title product 

'H-NMR (200MHz. d*-DMSO): 5 = 1.16 3 H), 2.34 (s. 3 H). 2.39 (9. 3 H); 2.69 (q, 2 H). 3.23 (s. 3 H), 
3.58-3.63 (m, 4 H), 4.39 (d, 2 H). 4.51 (s. 2 H), 6.60 (s, 1 H), 7.08-7.23 (m, 3 H), 8.05 (S. 1 H). 

13. 8-(2-Ethyl-6-m©thylbertzym^ 
ajpyrldlna hydrochloride 

To a solution of 0.78 g (2.12 mmol) 8-(2^thyl^mefoylber^^ 

methyKl^^ltriazoMI.S-aJpyrldine in dichloromethane (10 ml) is added hydrochloric acid (5N solution 
in diethyl ether). The reaction mixture Is concentrated In vacuo and the crude product Is crystallised in 
diethyl ether to give 0.60 g (1 .48 mmol / 54%) of the title compound with a melting point of 120.2'Q 
(diethyl ether). 
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11. Starting compounds and Intermediates 

A." 6-Chloro-5-nltro-nlcotinIc acid methyl ester 

To a suspension ef 49.0 g (0.27 mol) 6-hydroxy-5^itro-nicotinIc acid In thionyl chloride (240 ml) is 
added DMF (2 ml). This mixture is stirred at 60*C and after gassing stops it is stirred at 80'C for further 
18 h. The thfonyi chloride is removed under vacuo and the residue is coevaporated with toluene three 
times, subsequently this reaction mixture is dissolved in dichloromethane (100 ml) and cooled to O'c 
before methanol (55.5 ml) Is dropwise. added. The precipitated solid is filtered off and dried under 
vacuo at SO°C to give 27.6 g (13.7 mmol / 52 %) of the titled compound as a light yellow solid with a 
melting point of 78 Q C (dlchloromethane / methanol). 



B. 6-Hydrazino-S-<iltro -nicotinic acid methyl ester 

To a at 1S-C cooled solution of 30.0 g (0.14 mol) 6^toro-5-nitrc-nlcotinic add methyl ester Is added 
hydrazine hydrate (21.5 ml). During this procedure the reaction mixture is wanned up to 25°C and Is 
stirred for further 3 h. 

The reaction IS quenched by pouring it into a saturated ammonium chloride solution. The precipitated 
solid is filtered off and dried under vacuo at 5trc to give 26.6 g (0.12 mol / go %) of the title compound. 

'H-NMR (200MHz. d°-DMSO): 6 = 3.85 (s, 3 H). 8.69 (d. 1 H). 6.90 (d. 1 H). 



C 2-^«*hy!*;nltori£A]^^ acid methyl ester 

A suspension of 20.0 g (94.0 mmol) 6*ydrazino-5-nHro-nicotinic acid methyl ester In acetic acid (108 
ml) is stirred at reflux Ibr24 h. Afterwards the reaction mixture Is concentrated in vacuo, coevapoiated 
with toluene twice, resolved in water and neutralised with sodium hydrogen carbonate. The precipitated 
solid is filtered olf. washed with water, dried under vacuo at 60*C and purified by column 
chromatography (dlchloromethane / methanol: 100 / 1 to 100 f 3) to provide 15.3 g (64.9 mmol / 69 %) 
of the title compound. 

'H-NMR (200MHz, d6-DMSO): 5 - 2.62 (a. 3 H), 3.97 (s. 3 H). 8.80 (d. 1 H), 9.81 (d, 1 H). 



D. 2-Methyl-8^mtao[1,2/t]tria2oloI1,5<ilpyTidine^arboJvllc acid methyl ester 

A suspension of 3.60 g (15.2 mmol) 2Hnemyl-8^[1.2.4]iriazolo[1,5^]pyridine^<arboxylic acid 
methyl ester, 1.00 g (0.94 mmoi) palladium on carbon (10 % on carbon) and 15.0 ml (0.16 mol) 
cydohexadlene In ethyl acetate (75 ml) is stirred at reflux for 4 h. Subsequently the catalyst is filtered 



EmPf.zeit:26/01/2004 15:19 



Empf.nr.:l98 P. 025 



6/01 2004 HON 15:21 FAX +49 7531 5435 ALTANA Pharma AG Patents -»-> EPA Muenchen ©026/038 



1215EPORD01 2004-01 03-doc 

' 19 

off and the reaction mixture is concentrated in vacuo. The crude product is resumed in acetone and 
dried in vacuo to give 0.65 g (3.15 mmolV 21 %) of the titled product with a melting point of 212.2'C 
(acetone). 

E. 842-JEtM^-niethylPenzyla^^ 
[1,5-a]pyridino hydrochloride 

To a stirred solution of 1.00g (3.20 mmol) 8^2-emyl^memyIb*nzyU^ 

methyl[1,2,4]triazolo[1 r 5-a]pyridine in dichloromethane (20 ml) is added 2.00 ml (27.41 mmol) thionyl 
chloride and it is stirred for further 0,5 h. Subsequently to the reaction mixture Is added toluene and is 
coevaporated two times to give 1.30 g (3.20 mmol / 100 %) of the crude product as an ochre-brown 
solid with a melting point of 1 97.8°a This product is used without any purification and further 
characterisation for the next (alkylation reaction) transformation. 
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Commercial utility 

The compounds of the formula 1 and their safe have valuable pharmacological properties which make 
them commercially utilizable. In particular, they exhibit marked Inhibition of gastric add secretion and 
an excellent gastric and Intestinal protective action in warm-blooded animals, in particular humans. In 
this connection, the compounds according to the invention are distinguished by a high selectivity of 
action, an advantageous duration of action, a particularly good enteral activity, the absence of 
significant side effects and a large therapeutic range. 

"Gastric and intestinal protection" in this connection is understood as meaning the prevention and 
treatment of gastrointestinal diseases, In particular of gastrointestinal inflammatory diseases and 
lesions (such as, for example, gastric ulcer, peptic ulcer, including peptic ulcer bleeding, duodenal 
ulcer, gastritis, hyperacids or medicament-related functional dyspepsia), which can be caused, for 
example, by microorganisms (e.g. Helicobacter pylori), bacterial toxins, medicaments (e.g. certain 
antiinflammatories and antirheumatics, such as NSAlDs and COX-inhibitors), chemicals (e.g. ethanot). 
gastric acid or stress situations. "Gastric and Intestinal protection- is understood to Include, according 
to general knowledge, gastroesophageal reflux disease (GERD), the symptoms of which include, but 
are not limited to. heartburn and/or acid regurgitation. 

In their excellent properties, the compounds according to the invention surprisingly prove to be clearly 
superior to the compounds known from the prior art in various models in which the antiulcerogenic and 
the antisecretory properties are determined. On account of these properties, the compounds of the 
formula 1 and their pharmacologically acceptable salts are outstandingly suitable for use In human and 
veterinary medicine, where they are used, in particular, for the treatment and/or prophylaxis of 
.disorders of the stomach andror intestine. 

A further subject of the invention are therefore the compounds according to the invention for use in the 
treatment and/or prophylaxis of the abovementioned diseases. 

The invention likewise Includes the use of the compounds according to the Invention for the production 
of medicaments which are employed for the treatment and/or prophylaxis of the abovementioned . 
diseases. 

The invention furthermore includes the use of the compounds according to the invention for the 
treatment and/or prophylaxis of the abovementioned diseases. 

A further subject of the invention are medicaments which comprise one or more compounds of the 
formula 1 and/or their pharmacologically acceptable salts. 

The medicaments are prepared by processes which are known per se and familiar to the person skilled 
in the art As medicaments, the pharmacologically active compounds according to the invention (* 
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active compounds) are either employed as such.'or preferably In combination with suftabJe 
pharmaceutical auxiliaries or exclpients in the form of tablets, coated tablets, capsules, suppositories, 
patches (e.g. as TTS), emulsions, suspensions or solutions, the active compound content 
advantageously being between 0.1 and 95% and it being possible to obtain a pharmaceutical 
administration form exactly adapted to the active compound and/or to the desired onset and/or duration 
of action (e.g. a sustained-release form or an enteric form) by means of the appropriate selection of the 
auxiliaries and exclpients. 

the auxiliaries' and exclpients which are suitable for the desired pharmaceutical formulations are 
known to the peison skilled in the art on the basis of his/her expert knowledge. In addition to solvents, 
geHbrming agents, suppository bases, tablet auxiliaries and other active compound exclpients, it is 
possible to use. for example, antioxidants, dispersants, emulsifiers, anttfoams, flavor corrigents, 
preservatives, solubifizers. colorants or, In particular, permeation promoters and complexlng agents 
(e.g. cyclodextrins). 

The active compounds can be administered orally, parenteral^ or percutaneously. 

In general, it has proven advantageous in human medicine to administer the active compound(s) in the 
case of oral administration in a daily dose of approximately 0.01 to approximately 20, preferably 0.05 to 
5, in particular 0.1 to 1 .5. mg/kg of body weight, if appropriate in the form of several, preferably 1 to 4, 
individual doses to achieve the desired result In the case of a parenteral treatment, similar or (in 

I particular In the case of the intravenous administration of the active compounds), as a rule, lower 

doses can be used. The establishment of the optimal dose and manner of administration of the active 

! compounds necessary in each case can easily be carried out by any person skilled In the art on the 

basis of his/her expert knowledge. 

If the compounds according to the Invention anchor their salts are to be used for the treatment of the 
abovementloned diseases, the pharmaceutical preparations can also contain one or more 
pharmacologically active constituents of other groups of medicaments, for example: tranquillizers (for 
example from the group of the benzodiazepines, for example diazepam), spasmolytics (for example, 
bletamiverine or camylofine), anticholinergics (for example, oxyphencyclimine or phencarbamide), local . 
anesthetics, (for example, tetracaine or procaine), and. if appropriate, also enzymes, vitamins or amino 
acids. 

To be emphasized In this connection is in particular the combination of the compounds according to the 
invention with pharmaceuticals which inhibit acid secretion, such as, for example, H 2 blockers (e.g. 
clmetidlne, ranitidine). ATPase inhibitors (e.g. omeprazole, pantoprazole). or further with so- 
called peripheral anticholinergics (e.g. pirenzepine, telenzepine) and with gastrin antagonists with the 
! aim of increasing the principal action in an additive or super-additive sense and/or of eliminating or of 

decreasing the side effects, or further the combination with antibacterially active substances (such as. 
for example, cephalosporins, tetracyclines, penicillins, macrolides..rutroimidazoles or alternatively 
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bismuth salts) for the control of Helicobacter pylorL Suitable antibacterial co-components which may be 
mentioned are. for example, mezlocillin, ampicilOn, amoxicillin, cefalothin, cefoxitin, cefotaxime, 
imlpenem, gentamycin, amikacin, erythromycin, ciprofloxacin, metronidazole, clarithromycin, 
azithromycin and combinations thereof (for example clarithromycin + metronidazole). 

in view of their excellent gastric and intestinal protection action, the compounds of formula 1 are suited 
for a free or fixed combination with those medicaments (e.g. certain antiinflammatories and 
antirheumatics, such as NSAIDs). which are known to have a certain ulcerogenic potency. In addition, 
the compounds of formula 1 are suited for a free or fixed combination with moUlity-modlfying drugs. 
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pharmacology 

The excellent gastric protective action and the gastric acid secretion-inhibiting action of the compounds 
according to the invention can be demonstrated In Investigations on animal experimental models. The 
compounds according to the Invention Investigated in the model mentioned below have been provided 
with numbers which correspond to the numbers of these compounds in the examples. 

Testing of the secretfon-tniilbltlng actio n on the perfused rat stomach 

In Table A which follows, the influence of the compounds according to the invention on the 
pentagastrin-stimuiated acid secretion of the perfused rat stomach after Intraduodenal administration in 
vivo is shown. 

Table A 



No. 


Dose 
(nmol/kg) 
Id. 


Inhibition of acid secretion 
(%) 


3 




>25 


4 




<25 


5 




>2B 


6 




<25 


7 




>25 


8 




>25 


9 




<25 


10 




<25 


11 




>25 


13 




| >25 



Methodology 

The abdomen of anesthetized rats (CD rat. female. 200-250 g; 1.6 g/kg l.m. ursthane) was opened 
after tracheotomy by a median upper abdominal incision and a PVC catheter was fixed transoralty in 
the esophagus and another via the pylorus such that the ends of the tubes just projected into the 
gastric lumen. The catheter leading from the pylorus led outward into the right abdominal wall through 
a side opening. 

After thorough rinsing (about 50-100 ml), warm (3rC) physiological NaCI solution was continuously 
passed through the stomach (0.5 mf/min, pH 6.8-8.9; Braun-Unita I). The pH (pH meter 632, glass 
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electrode EA 147; $ = 5 mm. Metrohm) and. by titration with afreshly prepared 0.01N NaOH solution to 
pH 7 (Dosimat 665 Metrohm), the secreted HCi were determined in the effluent In each case collected 
at an interval of 15 minutes. 



The gastric secretion was stimulated by continuous infusion of 1 H g/kg (=* 1.65 ml/h) of i.v. pentagastrin 
(left femoral vein) about 30 min after the end of the operation (Le. after determination of 2 preliminary 
fractions). The substances to be tested were administered intraduodenally in a 2.5 ml/Kg liquid volume 
60 min after the start of ihe continuous pentagastrin Infusion. 

The body temperature of the animals was kept at a constant 37.*38-C by infrared irradiation and heat 
pads (automatic, stepless control by means of a rectal .temperature sensor). 
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Claims 

1. A compound of the formula 1 




Af 

in which 

R1 is hydrogen. 1-4C-aikyl, 3-70cycloalkyl, 3-7C-cycloalkyM-4C-atKyl. 1-4C-alkoxy, l-40alkoxy- 
1-4C-alkyl, -MC-alkoxycarbonyl, 2^C-alkenyl, 2-4C-aikynyl, fiuoro-1:4C-alkyl or hydraxy-1- 
4C-alkyi f 

R2 is halogen, fluoro-1-4C-alkyl, 2-4C-aJkenyl, 2-4C-alkynyl. carboxyl, cyano, 1-4C- 

alkoxycarbonyl, hydroxy-1-4C-a!kyl. 1-4C-alkoxy-1-4(>aIkyl, MC-aIkoxy-1-4C-alkoxy-1^lC- 
alkyl, flucro-1-4C-alkoxy-1-4C-alky), amlno.1-4C-aikyl. mono- or dM^Oalkylamlno-1-4C- 
alkyl. the fadical Res-1-4C-alkyl or the radical -CO-NR31 R32, 
where 

Res is a imldazo, morpholino, aziridino. azetidlno, pyrrolidine, pyrrolo, piperidino, piperazlno 
or a with R30 substituted benzylamlno radical and the radical Res is bonded vfa Its 
nitrogen atom or one of its nitrogen atoms to the l-4C-aIKyl radical 
where 

R30 Is 1-aC-alkyI, hydroxy-1-4C-alkyl, 1-4C-alkoxy, 2-4C-alkenyloxy, 1-4C- 

alkylcarbonyl, carboxy. 1-4C-alkoxycarbonyl, carboxy-1-4C-aikyl. 1-40 
alkoxycarbony!-1-4C-alky1. halogen or hydroxy, 
R31 Is hydrogen, hydroxyl. 1-70alkyl ( hydroxy-1-4C-aJkyl or 1-4C-alkoxy-1-40alkyl and 
R32 is hydrogen, 1-7C-alkyl, hydroxy-1-4C-alkyl or 1-4C-alkoxy-1-4C-alkyl t 
or where 

R31 and R32 together, including the nitrogen atom to which both are bonded, are a pyrrolldino, 
piperidino, piperazlno. N-1-4C-alkylpiperazino, morpholino, aziridino or azetidlno group, 
Ar is one with R4, R5, R6 and R7 substituted mono- or bfcydlc aromatic residue from the grpup of 
phenyl, naphthyl, pyrrolyl, pyrazolyl, Imidazolyl. 1 .2,3-triazolyl, indolyl, benzimldazolyl, faryl, 
benzofuryl, thienyl, benzothieny). thlazolyl. isoxazolyl, pyridinyl, pyrimidinyl, chinolinyi and 
isochinolinyl, 
wherein 

R4 is hydrogen. 1-4C-alkyl, hydroxy-I^C-alkyl. I^Oalkoxy, 2-4C-alkenyloxy, 1-4C- 

alkylcarbonyl, carboxy, 1-4C-alkoxycarbonyl. carboxy-l-aOalkyl, 1-4C-aikoxycarbonyl- 
1-40alkyl, halogen, hydroxy, aryl. aryl-1-4Calkyl, aryl-oxy, aryM^Oalkoxy, fluoro-1- 
4C-aIkyl, nitm. amino, mono- or dM-4C-aIKylamino. 1-4C-alkylcarbonylamino r 1-4C- 
alkoxycarbonylamino, i^c-alkoxy-1-4C-aikoxycarbonylamlno or sultonyl, 
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R5 Is hydrogen, -MC-alkyl. hydroxy-lUc^lkyl, 1-4C-alkoxy, 2-4C-aIkenyfoxy, 1-4C- 

alkylcarbonyl, carboxy, MC-altoxycarbonyl, carboxy-MC^Ikyl, MC^alKoxycarbonyk 
1-4C*!kyl, halogen, hydroxy, aryl, aryM-4C-alkyI, aryl-oxy, aryM-4r>alkoxy, fhioro-1~ 
4C-alkyl, nitro, amino, mono-or dM^C-alkyfamino. MC^Ikylcarbonylamino, MC- 
alkoxycarbonylamlno, 1-4C-^Ikoxy-1^C-alkoxyqarbonylamIno or sulfonyl 

R6 Is hydrogen, 1-4C-aIkyl or halogen and 

R7is hydrogen, MC-alkyl or halogen. 

wherein 

aryl is phenyl or substituted phenyl with one, two or three same or dlffereht substituents from 
the group of 1-4f>alkyl; 1-4C^lkoxy t carboxy, MC^lkoxycarbonyl, halogen, 
trffluoromethyl, nltro, trifluoromethoxy, hydroxy and cyano. 

with the proviso that R1 does not have the meaning hydrogen, 1-4C*lkyl or hydroxy-I^C-alkyt when 

R2 has the meaning halogen or fhJoro-1-4C-aIkyl, 

and its salts. 

2. A compound of the formula 1 as claimed in claim 1. 
in which 

R1 is hydrogen, 1-4C-alkyt. 3-7C*ycloalkyl, 3-7r>cycloalkyl-MC>aIkyl. 1-4C-alkoxy, l-4C-alkoxy- 
1-40alkyl, 1-4C-alkoxycarbonyl, 2-4C-alkenyi t 2-4C-alkynyl, fluoro-MC^Ikyl or hydroxy-1- 
4C-alkyl, • 

R2 is halogen. fluoro-MC-alkyl. 2-4C-alkenyl, 2-40*lkynyl, carboxyl, cyano, 

alKoxycarbonyl. hydroxy-MC-alkyl, 1^aikoxy-1-4C-alkyl, 1-4C-alkoxy-1-4C^ikoxy-1-4C- 
alM. n^jorp-l^anroxy^ mono- or dM^c^lkylamino-l^f> ' 

alkyl, the radical Res-1-4C-a!kyl or the radical -CO-NR31 R32. 
where 

Res tea fmidazo, morpholino. aziridlno, azetfdino, pyrrolidino, pyrrata, piperidlno, piperazlno 
or a with R30 substituted benzylamino radical and the.radical Res Is bonded via its 
nitrogen atom or one of its nitrogen atoms to the l-4C-alkyl radical . 
where 

R30 is 1-4C>alky!, hydroxy-1-4C-alkyl, 1-4C-alkoxy, 2-4C-alkenyIoxy. i-4cl 

aJkylcarbonyl. carboxy, I^C-alkoxycarbonyl, carboxy-I^C-alkyl, 1-4C- 
alkoxycarbonyM-4f>aIlcyI, halogen or hydroxy, 
R31 is hydrogen, hydroxyl, 1-7C-alkyl, hydroxy-l-4C-alkyl or MC-alkoxy-MC-alkyl and 
R32 is hydrogen, 1-7C-alkyl, hydroxy-l-4C-alkyl or 1-4C-a]koxy-1-4C*alkyI, 
or where 

R31 and R32 together, Including the nitrogen atom to which both are bonded, are a pynolidino, 
piperidlno, plperazino. N-1-40alkyIpiperazino, morpholino, aziridlno or azetidino group, 
Ar is one with R4, R5, R6 and R7 substituted mono- or bicydic aromatic residue from the group of 
phenyl, naphthyl. pyrrolyl. pyrazolyl, imidazolyl, 1.2,3-triazolyi, indotyl, benzimldazolyl, furyl, 
benzofcryl, thienyl, benzothienyl, thiazoryl. Isoxazolyl, pyrfdinyl, pyrimidinyl. chinolinyl and ' 
isochfnolinyl. 
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wherein 

R4 is hydrogen, 1-4C-alkyl. hydroxy-1-aC-aikyl f 1-4C-alkoxy, halogen or fluoro-1-4C alkyl 
R5 is hydrogen. 1-4C-alkyl, hydroxy-1-4C-alkyl, 1-4C-alkoxy. halogen orfluoro-1-4C alkyl 
R6 is hydrogen, 
R7 is hydrogen, 

with the proviso that R1 does not have the meaning hydrogen, 1-4C-alkyl or hydroxy-1-4C-alkyl when 
R2 has the meaning halogen or fluoro-i-4C-a!Kyl, 
and its salts. . 

3. A compound of the formula 1 as claimed in claim 1 , 
in which 

R1 1-4C-alkyl, 3-7C-cycloalkyl, 3-7C-cycloaIKyH-4C-alkyl f l^C-aikoxy-I^Oalkyl. fluoro-1^C- 
alkyl, hydroxyzine alkyl, 

R2 is carboxyl, 1-40alkoxycarbonyl, hydroxy-I^C-alkyl, 1-4C^lkoxy-1-4C-alkyl, 1^C-a!koxy-1- 
4C-alkoxy-1-4C-alkyl, amino-1-4C-alkyl, mono- or dM-4C-alkylamino-1-4C-aIkyl, the radical 
Res -1^C-alkyl or the radical -CO-NR31 R32, 
where 

Res Is a imldazo; morpholino, aziridino, azetldino, pyrrolldino, pyrrolo, plperidlno or 

piperazino radical and the radical Res is bonded via its nitrogen atom or one of Its 
nitrogen atoms to the 1-4C-alkyl radical 

R31 is hydrogen, 1-7C-alkyl, hydroxy-1-4C-alkyl or l-4C-alkoxy-1-4C-alkyl. 

R32 is hydrogen, 1-7C-alkyl or 1-4C-alkoxy-1-40alkyl. 
Ar is one with R4, R5, R6 and R7 substituted monocyclic aromatic residue selected from the 

group of phenyl, pyrtdlnyl, thlophenyl, furanyl and pyrrolyL 

wherein 

R4 is hydrogen, "MC-alkyl, halogen orfluoro-1-4C-alkyl, 
R5 is hydrogen, 1-4C-aIkyl, halogen or fluonVMC-alkyl, 
R6 is hydrogen 
R7 is hydrogen 
and its salts, 

4. A compound of the formula 1 as claimed in claim 1 , 
in which 

R1 mc-alkyl, 3-7C-cycloalkyl, 3-70cycioalkyl-1-40alKyI, 1-4C-alkoxy-1-4C^lkyl, fluoro-1-4C- 
alkyl, hydroxy-1^C alkyl, 

R2 is carboxyl, 1-4C-aikoxycarbonyl. hydro5qr-1-4C-alkyl, 1-4C-alkoxy-1-4C-aIkvl, 1^C-alkoxy-1- 
4C-atkoxy-1-4C-alkyl, amlno-1-4C-alkyl, mono- or di-1 -4C-alkyiamlno-1-4C-alKyl. the radical 
Res-1-4C-alkyI or the radical -CO-NR31R32, 
where 
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Res Is a imidazo, morphollno, azfridlno, azetidino, pynolidino, pyrrolo, piperidino or 

plperazing radical and the radical Res Is bonded via its nitrogen atom or one of Its 
nitrogen atoms to the 1-4C-alkyI radical 

R31 Is hydrogen, 1-70alkyl, hydroxy-MC-alkyl or 1^C-alkoxy-1-4C^lky», 

R32 Is hydrogen, l-7C-aIKyl or 1-4C-alkoxy-1-aC-a!Kyl, 
Ar is one with R4. R5, R6 and R7 substituted phenyl, 

wherein 

R4 Is hydrogen.or 1-4C-alkyl 
RS Js hydrogen or 1-4C-a!kyl , 
R8 Is hydrogen 
R7 is hydrogen 
and its salts. 



5. A compound of the formula 1 as claimed in claim 1, 
in which 

R1 1-4C-alkyi 

R2 is carboxyl. 1^C-a!koxycarbonyl, hydroxy.1^r>a)kyl, 1-4Calkoxy-1^C-a!kyl, 1-4C-aIkoxy~1~ 
4C-alkoxy-1-4C-aIkyl, amino-MOalkyl, mono- or dM-4C-alkylamino-MC-alkyl f the radical 
Res-1-4C-alkyl or the radical -CO-NR31R32, 
where • 

Res is a Imldazo or morpholino radical and Is bonded via its nitrogen atom or one of its 
nitrogen atoms to the MC-alkyl radical 

R31 Is 1*4C-alkyf or 1-4C-alkoxy.l-4C-alkyl. 

R32 Is hydrogen, 1-4C-alkyl or 1-4C-alkoxy-1-4C-alkyl. 
At is one with R4, R5, R6 and R7 substituted phenyl. 

wherein 
. R4 is hydrogen or 1-4C-alkyl 

R5 Is hydrogen or 1-4C-aJKyi 

R6 is hydrogen 

R7 is hydrogen 
and Its salts, 

6. A compound of the formula 1 as claimed in claim .1, characterized by the formula 1-a. 




"XT 



' Empf.zeit 126/01/2004. 15:21 



Empf..nr.:l98 P.035 



6/01 2004 HON 15:23 FAX +49 7531 5435 ALTAI Pharma AG Patents w EPA Muenchea 1036/038 



1215EPORD01 2004-01 03.doc 

29 



In which * 

R1 js hydrogen, 1-4C~alkyl, 3-7C-cycloa1kyl, 3-7C-cydoalkyH-4C-aIKyl, 1-4C-alkoxy, 1-4C-alkoxy- 

1-4C-alKyl. 1-4C-alkoxycarbonyl. 2-^Oaikenyl, 2-4C-alkynyl, fluoro-l-4C-aIKyl or hydroxy-1- 

4C-alkyl, 

R2 is halogen. fluoro-1-40alkyl. 2^C-alkenyl, 2-4C-alkynyl, carboxyl, cyano. 1-4C- 

alkoxycarbonyl, hydroxy-1-4C-a!Kyl, I^C-alkoxyKMC-alkyl. 1 ^C>alkoxy-1^C-alkoxy-1-4C- 
alkyl; tluoro-1 -4C-alkoxy-1 -40alkyl, amino-MC-alkyl, mono- or dH-4C^!kyIamlno-1-4C- 
alkyl. the radical Res-1-4C-alkyl or the radical *CO-NR31 R32, 
where 

Res is a imidazo, moroholino, aziridino, azetidino, pyrrolidine, pyrrolo, piperidino. piperazino 
or a with R30 substituted benzyiamino radical and the radical Res is bonded via its 
nitrogen atom pr one of its nitrogen atoms to the 1-4C-alkyl radical 
where 

R30 is 1-4C-alkyl, hydroxy-1-4C-alkyl. 1-4C-alkoxy, 2-4C-alkenyloxy, 1-4C- 

alkylcarbonyl, carboxy, MC^alkoxycarbonyl, carboxy-1-4C-alkyl. 1^C- 
alkoxycarbonyM-4C-alkyl, halogen or hydroxy. 
R31 is hydrogen, hydroxyl, 1-7C-alkyl, hydroxy-I^C-alkyl or 1-4C^aikoxy-1^C^lkyl and 
R32 Is hydrogen, 1-7C-alkyl, hydroxy-1-40alkyl or 1-4C-alkoxy-1-4C-alKyi, 
or where 

R31 and R3Z together, including the nitrogen atom to which both are bonded, are a pyrrolidine, 
piperidino, piperazino. Isn^C^alkylpiperazino/morpholino, aziridino or azetidino group. 
R4 is hydrogen, 1-4C-alkyl, hydroxy-l-AC-aikyl, 1-4C-alkoxy. halogen orfluoro-1-4C alkyl 
R5 is hydrogen. 1-4C-alkyl, hydroxy-1-4C-alkyl. I^OalKoxy, halogen or fluoro-1^C alkyi 
with the proviso that R1 does not have the meaning hydrogen, 1-40alkyl or hydroxy-1-4C-alkyl when 
R2 has the meaning halogen orfluoro-1-4C-aIkyl, 
and its salts. 

7. A compound of the formula 1-a as claimed In claim 6, 
. in which ... 

R1 1-4C-alkyl, 3-7C-cycloalkyl, 3-7CHcycloalkyM-40alkyl 1-4C^lkoxy : 1^Cnalkyl, fluoro-1-4C- 

alkyl. hydrpxy-1-4C alkyl. 
R2 Is carboxyl, I^Oalkoxycarborryl. hydroxy-'MC-alkyl, 1^C^lkoxy-1^C-aIlcyl, l-4C-alkoxy-1- 

4C-alkoxy-1-4C-aIkyl. amino-1-4C-alkyl, mono-ordM-40alkylamino-1-4C^lkyl. the radical 

Res-1-4C-a1kyl orthe radical -CO-NR31R32. 

where 

Res is a imidazo. moipholino, aziridino, azetidino, pyrrolldino. pyrrolo. piperidino or 

piperazino radical and the radical Res is bonded via its nitrogen atom or one of its 
nitrogen atoms to the 1-4C-alky! radical 

R31 is hydrogen, WC-alkyl, hydroxy-1-4C-alkyl or 1-4C-alkoxy-1-4C-alkyl, 

R32 is hydrogen, 1-7C-alkyl or 1-4C-alkoxy-1-4C-alkyl, 
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R4 is hydrogen. 1-4C-alkyl, halogen or fluoro-1 -4C-alky|, 
R5 is hydrogen, 1-4C-alky|, halogen or fluoro-1-4C-alkyl, 
and its salts. 

8. A compound of the formula 1-a as claimed in claim 6 f 
in which 

R1 1-4C-alkyl, .^C-cycloaJkyl, 3-7C^cydc>alkyl-1-4CsaUcyl. 1^C-alkoxy-l^C-aIkyl, fluorxM-4C- 
alkyl, hydroxy-1-4C alkyl,. 

R2 fecarooxyU^C^Ikoxyca^^^ 

4C~alkoxy-1-4C-alkyl l arn!n^1-4C-a!ky| t mono- or dM^C-aikylamlno-I^Oalkyl, the radical • 
. Res-1-4C«aIky| or the radical -CO-NR31R32, 
where 

Res is a imidazo. morphollno, azfridino, azetfdlno. pyrrolidino, pyrrolo, piperidino or 

piperazlno radical and the radical Res Is bonded via Its nitrogen atom or one of Its 
nitrogen atoms to the l-4(^alkyl radical 
R31 Is hydrogen, 1 -7C-aJKyl, hydroxy-1^c-alkyl or 1-4C-alkoxy-1-4C-alkyl. 
R32 Is hydrogen, 1-7C-aIkyl or I^C-alkoxy-I^C^alkyl, 
R4 is hydrogen or 1-4C-alkyl 
R5 Is hydrogen or 1-4C-alkyi 
and its salts. 

9. A compound of the formula 1 -a as claimed In claim 6, 
in which 

R1 1-4C^alkyl 

R2 Is carboxyi, I^C-alkoxycarbonyl. hydroxy-I^Oalkyl, 1^C^fcoxy-MC-alkyl, MC^Ikoxy-i- 
4C-aJkoxy-1-4C-alkyl, amlno-l-ac^alkyl, mono- ordM^C-alkylamino-l^C-alkyl, the radical 
Res-1-4C^lkyl or the radical -CO-NR31R32, 
where 

Res is a imidazo or morpholino radical and is bonded via its nitrogen atom or one of its 
nitrogen atoms to the 1 -4C-aIkyi radical 

R31 is 1-4C-alkyl or 1-4C-alkoxy-i^OalkyJ. 

R32 Is hydrogen, 1-4C-alkyl or 1-4C-aIkoxy^1-4C-alkyl, 
R4 te hydrogen or 1-40alkyl 
R5 Is hydrogen or 1-4C-alkyl 
and its salts. 

10. A medicament comprising a compound as claimed in claim 1 and/or a pharmacologically 
acceptable salt thereof together with customary pharmaceutical auxiliaries anoVor excfpients. 

11, The use of a compound as claimed in claim 1 and its pharmacologically acceptable salts for the 
prevention and treatment of gastrointestinal disorders. 
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Abstract 

The Invention provides compounds of the formula 1 

R2 



(D 



Ar 

in which the substituents and symbols are as defined In the description. The compounds inhibit the 
secretion of gastric acid. 
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